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Metopon Hydrochloride 


An Experiment in Clinical Evaluation 
By Natuan B. Eppy, Principal Pharmacologist ' 


The Committee on Drug Addiction of the National Research 
Council recommended in 1946 that the new morphine derivative, 
Metopon hydrochloride (figure 1) be made available to physicians 
subject to certain restrictions and under the Committee’s supervision. 
This recommendation was based upon preliminary trials, laboratory 
and clinical (/, 2, 3), which indicated that the advantages of Metopon 
were relative freedom from side-effects, analgesia with little sedation, 
and slower development of tolerance and addiction than with morphine 
and other of its derivatives. 





METOPON MORPHINE 
(methyldihydromor phinone ) 
Figure 1 


The recommendation resulted in the issuance of special licenses by 
the Federal Security Agency, assignee of the patent (4), to Mallin- 
ckrodt Chemical Works, Merck and Company, and New York Quinine 
and Chemical Works, as manufacturers, and to Parke, Davis and Co., 
and Sharp and Dohme, Inc., as distributors. The licenses specified 
that the drug be put up in capsule only for oral administration; that 
it be sold on Narcotic Order to the attending physician only; that all 
orders be subject to acceptance by the Committee; that the use of 


' From Experimental Biology and Medicine Institute, National Institutes of Health. 
(93) 
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the drug be limited to terminal cancer cases; that the physician’s 
statement accompanying an order must satisfactorily indicate fulfill- 
ment of that restriction, and that the physician would be expected to 
report back to the Committee on the use of the drug.’ 

Under these conditions Metopon hydrochloride came on the market 
May 15, 1947, and continued to be subject to restriction until June 
15, 1948, when supervision by the Committee was terminated and 
the drug was made available on prescription like other narcotics. It 
continues to be offered, however, in capsule form only for oral admin- 
istration and to be recommended for the treatment of chronic pain 
where an opiate is indicated. 











Previous treatment for pain relief: 











Morphine Yes No Hypo Oral Dose. Duration of admin............ I ctncipitinte sn days 
Codeine Yes No Hypo Oral Dose............. Duration of sdmin............. i idles, Rie _days 
Demerol Yes No Hypo Oral Dose............Duration of admin... a | 
Other Yes No Hypo Oral Dose... Duration of admin. 108 cee OB. nanny 
(Specify) 

Why is switch to metopon made? 

Metopon administration : Date started. 
Dose—Single................  Daily................ Total to date.............. . Days of admin 
Pain relief —Complete Fair Poor None 


Did drug p sleep? 
Mental condition after drug—Clear Dull Dopey } 
Side actions —( Please give details of any undesired effects seen ; if none are seen please write none) 











Wherever possible answer by crossing out words which do not apply. 





Figure 2. Protocol card used for case reports 


The author acted for the Committee in carrying out its program of 
supervision, corresponding with physicians, authorizing the filling of 
orders which met the conditions outlined, seeking, receiving and 
analyzing reports, and preparing finally a resumé of the program, 
presented here.* 

The program entailed correspondence with 3,604 physicians. Of 
these, 114 did not complete an order for Metopon. Thirty-six initial 
orders were rejected because of insufficient -information furnished 
about intended use, or because the drug was requested for use other 
than in cancer patients, or because of technical inaccuracy, the 

2 The expenses of the program of supervision of Metopon distribution by the Committee on Drug Addic 
tion of the National Research Council were defrayed by a grant from the American Cancer Society and by 
contributions from Parke, Davis, and Company and Sharp and Dohme, Inc. 


3 A report on the first six months of the Metopon program was published in J. A. M A., 187: 365-367 
(1948). 
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physician failing to supply a corrected form. All but 415, about 12 
percent, of physicians ordering subsequently replied in some fashion 
with respect to their patient or patients and their use of the drug. 
To accomplish this result, a letter was written to each physician at 
the time of his order as well as thousands of follow-up letters later; 
some 2,000 letters were written reminding physicians that a report 
had not yet been received. Nine hundred and four physicians 
re-ordered Metopon and 42 percent of this number re-ordered more 
than once. Three hundred and three new patients are specifically 
referred to in placing of these re-orders. 

With respect to all orders, the physicians indicated they intended to 
use or had used Metopon for 5,625 patients. They reported back on 
4,460. Of these, the disease had so far advanced in 425 that death 
occurred before the drug was received. It was reported that in 314 
others the drug was not used; usually the patient had sought other 
medical care. Forty-nine reports must be omitted because, although 
attempted, oral medication was impractical on account of difficulty in 
swallowing or vomiting from the disease which prevented retention of 
anything taken orally. There remain 3,672 reports which are the basis 
of the following analysis. Most of these were received on the protocol 
card provided (figure 2). 

Table 1 summarizes the reasons given by physicians for trial of 
Metopon and other pertinent information about the patients. Table 
2 summarizes all reports with respect to dosage and effects, and table 
3 lists the side-effects incident to the administration of Metopon. 

Considering the case reports as a whole and the data presented in 
tables 2 and 3, there are several reasons against acceptance of this 
data as a true measure of Metopon’s effectiveness: 

1. Brief inadequate trial: In 560 reported cases trial of Metopon was 
for 3 days or less. In some of these the report was obviously an early 
one on a patient for whom the drug was being continued. Physicians 
were urged to report early in order that, if necessary, comment or 


TaBLEe 1.—Reasons given for trial of Metopon and data on previous narcotic 


experience eat 
To avoid hypodermic administration__--_._................--....----- 632 
ea of pain relief measures being employed, usually indicating 
tolerance to previous medication _____ - PORE MNCL, °° Cis ree aS 1902 
Nausea and/or vomiting with previous medication _----___..-..-.-.---- 490 
Depression with previous medication_________..__.........----.---..- 194 
Side-effects with previous medication, not specified but probably, as a 
ae RN al i a aw getlibh Casmitva aliwin 120 
Ti eR rida. ee ee a 122 
PE a SIGE SSS CBEST Rie A ga Sa ea 69 
as nn oe awww wadewunwdi< 643 
No previous narcotic administration. __....______________..____-__-_-- 170 
Previous narcotic administration for 6 weeks or less__._.__._._._..__-__- 608 
Previous narcotic administration for 2 months or more____.._...__-._-- 2388 


Previous morphine, Pantopon or Dilaudid administration for 2 months or 
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TaBLE 2.—Dosage, duration and effect of Metopon administration 
Cases Percent i 
. 
1,117 30.4 . 
1,204 32.8 
716 19.5 I 
67 1.8 
568 15.4 ¢ 
Oe BUR vie nc ean atleacabecsadunctidentmicciadnhiendes 560 15.2 ¢ 
DREN TE GOTO OE TIRGIS 6 oo nc wn cts donc ntcimcadcrnscddeccawscabaddnss 797 21.7 
Deathe within 6 Gape of beginning siministretion.. 7... 07-72 134 3.6 I 
Administration discontinued, accountJdependence on previous medication __-_._- 343 9.3 ‘ 
Degree of relief 
iE ee ipiiabinipe aabivnapssddae mam sein 827 22.5 
1 Sat To ST ey eee, SN Meee ee OS OR ak eee 1, 256 34.2 
EE ail ee | 8 ikencadsdatieribea temo bhedhenagac veda 1,008 27.4 a 
ethan bttebitin ake dininncnnidddmmcispngitgnpnd\ denaecsougtoueinateds 581 15.8 
NN 2. wancintbcbbonsin cupetiininmshendiillapaiesdsa' 938 27.4 , 
Sleep attributed by. nT IEE Geen. ampacinbndbecdineion 178 2.1 
Ble aeeee atetipetanien $0 Wietepan.. 2. < ain ask si ceteris cece nase scene scceseccscneces 2, 555 74.8 
Mental condition: - 
ee) Oe EE eon sihsieontiabbakedbuatieasl 2, 518 73.0 
Sb REET RSC De ea Oy RTS SE Re eee, 18.7 
a AE AAR ES Nl ep TERRY Sled RTT 2 RAE Slee Pa 186 5.4 
i i) oD hematin ae eha dd omnis betahabiie 33 0.9 - 
et al cis hn etn nan hebe netal eahiiawebaheeheithesosstaibbeniansd 28 0.8 L 
82. 4 
cbt descendent tedclscncctd buch aeeidecboscanmaibenunnetaae Ries 3, 036 
1 Included in both preceding and following items. 5 
N 
TaBLeE 3.—Side effects incident to Metopon administration E 
Cases Percent 
WOO db. a tictnenadsbihadast Sdiatighaitietdcasecstthbathhitia dab bscchodidabtele 636 17.3 
Nausea: 
Usually with vomiting_...................-.-..-.--------- 385 10.4 N 
With previous medication (490), occurring with Metopon_ rie va r 
OD BP Gs cbgicd ccc ddshnea sienna tbabendeticcsdicsin 
Due to withdrawal from previous medication __--___- a N 
IRE Tan cb nicgiatlrecewce cca ies cccpbsscnindotieccisdusidsinnd 
Abstinence signs: 
an revious medication disappearing during continuing Metopon adminis- o 0 
Other ‘side "FANS RSS 2 Oe a . 
TT this A Ulin. o undenahitibbhanhsuaighatalndiacs une ctebebiinaccdeucid _f BER RASS 
Ga RI a EES a ON LE 4S TR Pe SD Cinceainsniaien 
Dib hetuscndcinadwhavatpsiiethibnsthdopackgesdaaddauitcendeas Unidas TD Vis ccaccsieied 
i sai lihittine Nieves ctstaeaietpindannntmatiiids an padcideind bijipiiien ettiinctspia ents , _ § Sees are 
(acoA > SOP MRL I URERDAEIGE Seeman. 
EE STS eae ee ae ee See 2 eR ee ORIN BPO NL > Sarre 
Disturbing dreams and/or hallucinations-..-.......... ......---..-----.-.-.-- _, | a . 
Diarrhea, usually abstinence sign... ................-. esdinatebcesathd Mice lS fee ee t] 
— east Tea RA a RE RETR SNA ll PS TEES LIRR Rete PTE,  «§ BA oer 
pew wohedeg ERE EN Rely TG ete I EN REAR |b aR a 
otflashes”’ or general burning sensation over body ---.-..........-...-.-.--. | Ree 
SII, 2 satin ptipiiinintnchiaghichthnlaeabhnovbdsinateieliaiatnts Maite 3;  Babidsi dbbetonk a 
RRR oa ES OS RRC SEE ALES La Ee TIE, © dcnwadiedited 
«aaa ee SOTERA TO TPES! pee ER SRE i RR. te 3 
Sisithitindh+n0hdcattittisiabethhseccedehingsévdecedembbbbiubvaih dupte toast +t .. .4. ee 
General EL, SST ETE Te Nee Sa OS 2 lr 
ialnmnphiidintenteutinkiipirtiondabtiebec ceswapidihansadiéialtintdsebindnkinntipets 2. linicuantitiainl 
Precordisl RRR ESSE Re ee MEN VA. SRE AE AA yy RS fore Ci 
ct chpdsdathasdhasibuapaGlsskdacchaadodbhddcotdpaearevbivndiatainn td S iestencoamend 
yy md aoe —H pninahcibideh mpadadbatbdicgusaasanlicinedettotnsdaltitaasnavitdiass aes US BARDS Yr 
TE REL) EEE OES OE > EN AAT | | eer see 
“Floating” sunantians pitamech tobe tnitibnakkmacibnsonnindpeectnae pelaion S Abn dnetane W 
PE cnbstkasiaihadcestiasphahimiaabtaiclhshichtaintistpaeneidubaniiocein i Re atari bes 22 
D OD. cocdpbdpsnccednccsehnccmabiedns ditneledens tliat s ste ee ee 24s nd Ww 
EARS NERS NR <7 PRR EY Se 2 UD? SOU. oA 7 Ge * 
Pp 
Baise ananutnthingwinianiicmtineSapnvenueebiiin «tated sae pte Fl 271 7.3 
Ww 
9. 


1 = petation due to lack of satisfaction of psychic dependence on previous medication 
Restlessness due to lack of satisfaction of psychie dependence, lack of sedative effect, or lack of pain relief. 
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advice might be offered with respect to dosage, etc. In most instances 
administration terminated within 3 days. Sometimes the patient 
was very near death when the drug was tried. More often the patient 
was already dependent upon another narcotic and demanded prompt 
return to it because Metopon did not satisfy the dependence, whether 
or not pain was relieved and whether or not physical signs of depen- 
dence appeared. Table 4 presents the results reported for these 
brief trials and percentages for all effects from table 2, corrected by 
subtracting the results of the brief trials. 

2. Dosage: Previous observations (3) had indicated that the minimal 
analgesic dose of Metopon for severe clinical pain would be about 6.0 
mg. As with other analgesics a larger dose may be required in some 


TaBLe 4.—Effect of Metopon in trials of 3 days or less 








Corrected 
Cases | Percent! percent 3 
Degree of pain relief: 
FERS IE CRIES RGAE ESE S: aaa MaRS +E NN A aR we 41 22.5 25.2 
AEST GANS RE Nd EERIE, EP ABR SRT REE aE 86 34.2 37.5 
| SRS. 18 LOA Ee en ee EE SS 179 27.4 26.6 
Ws cap tite ntdie addin cengaadhi, nocecveishs cuhbeddxdinmamane 254 15.8 10.4 
Sleep following administration... 5... 225 ccc ccc cccdewccsucccsccccee 66 27.4 30.1 
No sleep attributable to administration....................-...-.---...- 457 74.8 72.5 
Mental condition: 
SERIA Es Ee a i EA DR Ge ST I SA 345 73.0 75.3 
BENS Dt oe onudubibencceeccndbsandecatehdniaa Den iuhiis sicdginndtidl 117 18.7 18.1 
oa a cals li encennfninesc stint ei eaalaiea dima titte-aibestie 36 5.4 5.2 
IE Nin. sn, ous hiiediblsapeet ocpngweraicilnijunitenlings saline nahabiesanaaiieichibapntaaell 12 0.9 0.7 
SGT SS aE SA EEE SPE ok OEE SSE 9! RAI 10 0.8 0.6 
pRB EIT 375 82.4 85. 5 
RE es SID nn encpdiieddnesccbinscktiibnieeessouibesehentce 185 17.3 14.4 
Gai deride meetin nisinganindctwenddnnsedunptiniehiignibiit aaunelinade 124 10.4 &2 
ES ETE I EERE st EE: Te LE EE 
Withdrawal from previous medication _-_-.........-...-..--...-.--- DO Tainbbvgeen EE ee 
No cause other than medication apparent___.................-.--.-- 41 4.0 3.4 
OCREE BAD CI oc cc htc bnkditidareddadaltitlaanusthinticdsantcaee 61 7.3 6.6 














1 From table 2. 
? Corrected for brief trials. 


instances, especially for very severe pain. lso, if tolerance develops 
the dose will need to be increased. Since it is desirable in any case 
and at any time to keep the dose at the lowest level which will afford 
adequate pain relief, Metopon was put up in capsules each containing 
3.0 mg. of the drug as hydrochloride for the convenience of physicians 
in attaining this end. The recommended starting dose was two 
capsules (6.0 mg.) and emphasis was placed on subsequent adjust- 
ment of the dose to the need of the case. Excluding the cases for 
whom the dose used was not reported, in 35.9 percent the capsules 
were taken singly; in 38.7 percent the 6.0 mg. dose was used, in 23.0 
percent the dose started at 9.0 mg. or was increased to that level 
within a few doses, and in only 2.1 percent was the dose greater than 


9.0 mg. 
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In table 5, the data on the effect of Metopon has been reclassified 
according to dose. The over-all effect of the 3.0 and 6.0 mg. doses 
is very similar. Probably this means that physicians tended to pre- 
scribe the smaller dose for the patients with less pain, and that in 
many cases of mild chronic cancer pain 3.0 mg. of Metopon may 
constitute a satisfactory analgesic dose. The effect of 9.0 mg. appears 
to be less than that of smaller doses. It has already been shown that 
about two-thirds of all patients had received other narcotics for 2 
months or more, were probably tolerant to and were usually dependent 
upon such previous medication. It was these tolerant individuals 
almost always on whom the 9.0 mg. dose was tried and too often 
failed indicating, we believe, cross-tolerance between Metopon and 
other narcotics. 


TaBLe 5.—Effect according to dose, all cases 











3.0 mg. 6.0 mg. 9.0 mg. 
Cases Percent Cases Percent Cases | Percent 
Pain relief: 
PERSO gd Se A eS 271 24.2 341 28.3 107 14.9 
ERE ORR EY | eS 407 36.4 423 35.1 249 34.7 
py RE TE 5 Rf 269 24.0 280 23.2 220 30.7 
Re TT Ly he eR At RATE 170 15.2 162 13.4 140 19.5 
I Te Te ae 392 35.2 317 27.0 130 18.4 
gn) RESIS IV PERERA Ts SRR 720 64.7 854 72.9 570 81.4 
Mental condition: 
SEN RE ec a Ee eer eee 785 73.2 881 74.6 542 77.7 
STD, aS RE SREY 205 19.1 217 18.4 109 15.6 
ass Hi Dik aie ie dtodd oak debninealicas 61 5.7 59 5.0 36 5.1 
7 RUE. Vie oC ae 7 0.6 13 1.1 6 0.8 
Re BPC 13 1.2 y 0.7 3 0.4 
SRE eet a 915 81.9 998 82.8 601 83.9 
a 136 12.1 118 9.8 69 9.6 
TO Ee ORE eee gS ES itacensonen T Binoeeniies 
Due to withdrawal of previous medi- 
ETI S ACR hy SER Oe Lnk<ccacuene gg RE gg ee 
No cause other than medication ap- 
racine ba odewesunceusvnkeiord 45 4.0 34 2.8 25 3.4 
Other side-effects !_................-....-- 65 5.8 90 7.4 46 6.4 























1 Including agitation and other abstinence signs. 


Among all cases reported, there are only 170 to whom no previous 
narcotic had been administered. In 74 of these the dose was 3.0 mg., 
in 53 it was 6.0 mg., in 17 it was 9.0 mg., and in the others the dose 
used was not reported. The results in these cases are classified in 
table 6 according to dose and show distinctly better relief with the 
6.0 mg. than with the 3.0 mg. dose. There were two failures with 
the 9.0 mg. dose, but the group is too small to justify a conclusion on 
this point. 

3. Tolerance and addiction to previously administered narcotics: Of 
the 3,166 patients for whom information on this point has been re- 








o* oS — TFT @ 


—e Der Ww 











99 January 28, 1949 


ported, only 170 (5.3 percent) had received no narcotic previous to 
Metopon, 608 (19.2 percent) had taken other narcotics for 6 weeks 
or less, and 2,388 (75.3 percent) had been taking other narcotics for 
2monthsormore. Of this last group 1,309 had taken morphine and/or 
Dilaudid for 2 months or more, and 623 patients had taken Demerol 
for 2 months or more. Incidentally, addiction to Demerol was ad- 
mitted in 12 patients and probable from the record in 53 others. In 
six of admitted addiction cases, Demerol] was reported to be the only 
narcotic used. 

Tolerance to morphine and related substances may appear within 
6 weeks but will not, as a rule, become marked within that time. 
Some tolerance to the analgesic effect of morphine, etc., will, however, 
almost always appear within 2 months and will increase with longer 


TABLE 6.—Effect according to dose; cases receiving no narcotic previous to Metopon 











3.0 mg. 6.0 mg. 9.0 mg. 
Effect 
Cases | Percent | Cases | Percent | Cases | Percent 
Pain relief: 
RE oo cninincecndéndsbeeoouete 35 47.3 31 58.4 7 41.1 
p RESTS LOE BS CS Te 27 36.4 18 33.9 6 35.2 
| So MERE SRR SLES 8 10.8 2 3.7 2 11.7 
PS ta lik ennddiiomsnusiadtntbebowd 4 5.4 2 3.7 2 11.7 
Sleep following administration --__......... 36 49.3 41.5 9 52.9 
pF ES SL REE Ch STEEN SESE Si 37 50.6 31 58.4 8 47.0 
Mental condition 
RE iter cata d le ctaniendnnesiipadiitaal 57 78.0 44 83.0 17 100. 0 
eerie 2. a 
CH oe Goto hacdcdcased 1 ¢ CE, Pee! ai unce aac ene 
Wo siGenet0e soo... ons const 72 97.3 45 4.9 17 100.0 
RE a 2 2.7 24 i) see Se ee 
Nausea due to disease...................-. bf ROSS ALT AE SARE Cy se RE UST: RRS MERE 
Other side-effects. _.................-.-... ye 4 SRL ST io 























: Nay hy ye of aus ot attributed to disease physician said, ‘‘When sufficient drug was taken to 
relieve pain stomach was so upset drug had to be discon - 
periods of administration. Cross-tolerance between morphine and 
its derivatives has been demonstrated repeatedly. Cross-tolerance 
between other narcotics and Metopon will be indicated by diminishing 
effect of the same dose of Metopon given after longer and longer 
periods of other narcotic administration. This is clearly shown in 
table 7 where the results of 6.0 mg. doses have been grouped according 
to the three categories of previous medication. | 
It is noteworthy that sleep after Metopon administration was 
reported most frequently in the group having had no previous narcotic. 
This may indicate cross-tolerance to sedative effect but such an ex- 
planation seems unlikely because retention of mental clarity was also 
greatest in this group. The high incidence of sleep would seem to be, 
therefore, an indirect result of pain relief. 
816882492 
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TsuLe 7.—Effect of 6.0 mg. doses of —— grouped according to previous narcotic 
me 











tcalion 
ea <a gal 6 weeks or less 2 months or more 
Effect 
Cases Percent Cases Percent Cases Percent 

Degree of pain relief 

a di eank asd esl entices emtinmeeeian 31 58.4 87 38. 4 199 24.0 

| RR RE STDS RES Fes 18 33.9 73 32.3 297 35.8 

| REPT RAE RE AA OA te at 2 ES 2 3.7 43 19.0 209 25. 2 

ES PE Se al 2 3.7 23 10.1 124 14.9 
ES Se arama e eee 22 41.5 64 28. 4 204 2.8 
pA Sap he ee ee 31 58.4 161 71.5 617 75.1 
Mental condition: » 

ES EEE TESS: SEES ERA ces 44 83.0 175 77.7 615 74.9 

ne eh kekionls 7 13.2 38 16.8 157 19.1 

pS SFT TE OAS, SS 2 3.7 6 2.6 42 5.1 

CRAIG ES. SEGA RR SRE, newark oT 6 2.6 7 0.8 
Ae SAR. TE REA 5 45 84.9 206 91.1 661 79.7 

ausea: 

Usually with vomiting..............-- 4 7.5 ll 4.8 97 11.7 

Due to disease _..............-....--.- gp nk ER Dy Riailexseacean BEER a 

Due to withdrawal from previous 

EE TEN SE ER, AER Neer aR 5 Neto _§ Sete 

No cause other than medication. - - ... 1 1.8 6 2.6 24 2.8 

Uy CI ceri tiieccctbncascocace< 4 7.5 ll 4.8 76 9.1 























Nausea and other side-effects were reported most frequently in the 
group having previously taken the most narcotic. However, if the 
figure for the incidence of nausea is corrected by subtracting the cases 
where the symptom is attributable to the disease or clearly an ab- 
stinence phenomenon, there is little difference in the occurrence of 
nausea in the three groups. 

Metopon substitutes for morphine in a known addiction poorly and 
incompletely (5). In other words, substitution of Metopon for mor- 
phine in a case of addiction to the latter may permit the appearance of 
abstinence phenomena because psychic and physical dependence 
have not been satisfied. Physicians have referred specifically to the 
existence of addiction in 154 of the patients for whom Metopon was 
tried; their reports indicate clearly the presence of addiction in at 
least 513 other cases. Metopon administration was discontinued 
because of the addiction in 343 instances, usually, but not always, be- 
cause of the appearance of physical signs of abstinence. In almost 
50 percent of all cases where nausea and vomiting appeared during 
Metopon administration these symptoms are attributable to with- 
drawal of the previous narcotic (see table 2). Some of the other 
symptoms listed in table 3 as side-reactions undoubtedly are of similar 
origin. 

Metopon nevertheless must have to a considerable degree satisfied 
existing dependence, or the incidence of nausea, vomiting, and other 
abstinence signs would have been much higher. The reports include 
50 in which mild abstinence symptoms are specifically described as 
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appearing at the outset of Metopon substitution for morphine or other 
narcotic and disappearing within a few days of continuing Metopon 
administration. Physicians have found also that abstinence symp- 
toms are least troublesome if the previous narcotic is rapidly reduced 
instead of discontinued abruptly during the first few days of Metopon 
administration, but the record as a whole certainly indicates that re- 
sults are significantly better when Metopon is employed early before 
tolerance to and dependence on other narcotics have developed. 

Metopon administration for 4 weeks or more has been reported in 
500 cases. There was no apparent tolerance in 381 or 76 percent, 
distributed as follows: 


Period of administration, days: Cases 
al ee ES ol. Su clg prize stil 73 
RISE RO ae SRO es! OER Si alee es GREE 154 
Baa IRR Sa athe EN Se Se RES a ey ec A 86 
Oe eo i ee Ls ee ds ite th ato @ a nme 35 
ee Ns ooh eink < Wikteesn Senedd obs aie tances ai ch noth Gao dh ininner tice np eben ot 33 


Diminishing effect of the drug after administration for 1 week or 
more is reported 170 times as follows: 
Period of administration, days: Cases 


ech tM id iis ts ose Bi ces ws cide aks ees a ceca alls lia Na yaad tii nth a> Mord tes wep ae tat 11 
A ERR TRS a Re Se ee ES 9A RRS SPIN AR Tt Ee Rit PRR aac e 27 
RCS RIR ERE RE SS Se eS 5 a Se 43 
alk ar win sh xia eaten delcnlnaglé es edna eceap aa abes 56 
CAL TEAS to: nuit attests reenivaies gun eee eadiammiasdigiinetniy ti denien edbaaic er tigmaaadolcioke 16 
I I os oo ws nck taal whic cates him ans inde ak ek ag EK aaa ain aiiacs os in ah dae aotnan manatee 11 
eR irlettte dia icncttiuiditalbsh’s Wb dcincinen te dneiske ctlidcctigiiteaee ett Asis 6 


The diminishing effect was reported as such, the dose remaining 
unchanged or as an increase in dose to maintain an effect. The 
evidence as a whole indicates slower development of tolerance than 
is to be expected with similar administration of morphine. 


Canadian distribution of Metopon 


With the approval of Canadian narcotic control authorities, Parke, 
Davis and Company’s Canadian branch obtained a special license for 
the distribution of Metopon to Canadian physicians. The condi- 
tions of distribution were exactly the same as in the United States— 
limitation to cancer patients, request for report on use, and supervision 
of the distribution by the author acting for the Committee on Drug 
Addiction. As in the United States, the drug was made available for 
oral use only, but for comparison it was marketed as a scored tablet. 
Each tablet contained 8 mg. of Metopon hydrochloride. 

Metopon became available in Canada in December 1947. Up to 
June 15, 1948, 200 Canadian physicians sought the drug for 256 


‘ Metopon is now available on prescription like other narcotics in Canada as in the United States. 
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patients. Six orders were rejected because the case was not one of 
cancer. Forty-four physicians have not reported on their use of the 
drug. Reports on 156 patients are available for analysis. 

Only 5 patients had received no previous narcotic; 27 had received 
other narcotics for 6 weeks or less, 109 for 2 months or more. No 
information is given in 15 cases about previous use of other narcotics. 

Table 8 summarizes the results reported for all cases and for those 
patients having had no previous narcotic or other narcotics for 6 weeks 
or less. The results are essentially the same for both effectiveness 
and incidence of side-reactions as for administration of Metopon in 
capsule. Again, effectiveness is reduced and side-reactions (nausea) 
increased by extensive previous narcotic administration. The con- 
clusion is obvious that Metopon can be administered orally as well 
in tablet form as in capsule, and no advantage seems to follow the 
use of 8 mg. instead of 6 mg. as the usual dose. 


TaBLE 8.—Results of Metopon administration, Canadian reports 




















No vious nar- 
All reports cotic or narcotics 
for 6 weeks or less 
Cases Percent Cases Percent 
ES SG a SEL REM ee Saree ee 2.8 2 6.2 
| RSE PR ER IO 5 SRE ES 131 83.9 27 $4.3 
PN ie tions a nin op Rese pntiteintiici biblad cent beh iom Saal 13 8.3 1 3.1 
FOr ht ihiiticn conde cndccbntbdnintobamegiinndadiptialiemnite 6 3.8 2 6.2 
Degree of relief: 
SE ee Se Se PE Ae ee gee 36 23.7 ll 34.3 
Ne EEE TE RT SEAT ELIT Sh. 2. EN, 53 33.9 12 37.5 
SI ctitindbCnniieinanavipieasataedig edeatindanoaienbene ace 36 23.7 2 6.2 
SE SPS APS SE ae si Re LER ONS TARE aS 30 19.2 7 21.5 
a hcatihcaninieniniy gr to dthnenai es ciaigtgrsn erintitiiy lute ain sell te dt dha lel 43 29.0 13 40. 6 
No iipchsllsltethcianicdtamreeresntpavtimnad tania <ainiaionievenlenshreeaeaatiaaaimiane tis Duane 105 70.9 19 59.3 
Mental condition: 
SN TEES INS ER is SEI at TE RES, 113 75.8 26 81.2 
iss nenlnsias olay: sichinagsstebcepsndimbicdaastie asi enls' cin eiatna mei ted ea 22 14.7 4 12.5 
0 RCE ELE ATE CRE EB 13 8.7 2 6.2 
ST titan aia inates chishin haha tantanWioskenianiamititesinemmiane kien 1 TG re SS 
ND Sah lb dia bib etbhasdaccunbuebecescdaba 127 81.4 27 84.3 
Side-effects: 
Nausea: 
Usually with vomiting_...................-.-.....--.-- 21 13.4 2 6.2 
With previous medication (21)-............-............ , PRESS, REESE: bE AA EST ee 
I a ee 7 eae © Dnmehsaubane: 
Due to withdrawal from previous medication _ ......_.. _f MP GTA ERR Bat ae 
Apparently due to medication...............-.......... s 68 y EEN 
Other side-effects: 














1 Probably related to psychic dependence on previous medication. 
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Summary 


Metopon hydrochloride is an effective oral analgesic for chronic 
pain, the use of which is accompanied by a high incidence of mental 
clarity and a low incidence of side-reactions. 

Since cross-tolerance between other narcotics and Metopon seems 
to exist and since the latter does not fully satisfy an established 
dependence, the use of Metopon is more satisfactory in cases receiving 
little or no previous narcotic medication. 

Tolerance to Metopon develops more slowly than tolerance to 
morphine. 
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Statistical Studies of Heart Disease 


III. Heart disease associated with other major causes of death 
as primary or contributory cause 


By Mary Gover, Biostatistician, Division of Public Health Methods, 
Public Health Service 


Diseases of the heart as a cause of death occur mainly among 
persons over 45 years of age; they are usually of a chronic nature and 
are frequently associated with other chronic and degenerative causes 
of death characteristic of later life. Expressed as a percentage of 
total contributory deaths, heart disease ranks first as a contributory 
cause, arteriosclerosis second, and intracranial lesions of vascular 
origin third. Because of its importance as a contributory cause of 
death it was thought advisable, in connection with these studies of 
heart disease, to examine the occurrence and extent of contributory, 
and also of primary heart disease mortality. Data are available 
from special cross-tabulations of associated causes made by the 
National Office of Vital Statistics for selected years. 





This is the third in a series of studies dealing with the statistics of heart disease 
morbidity and mortality. The papers are prepared jointly by the Division of 
Public Health Methods and the National Office of Vital Statistics, with the cooper- 
ation of the Division of States Relations. 





The certificate of death in use at the present time varies from State 
to State. However, that portion relating to certification of cause of 
death by the physician is relatively uniform and in conformity with 
suggestions outlined by the National Office of Vital Statistics. In 
general, space is provided for the certification of the immediate cause 
of death and one or more underlying causes to be recorded in order 
of time sequence stated in reverse order of occurrence from the imme- 
diate cause of death. 

Somewhat less than half the death certificates filed each year report 
a single or sole cause of death only. The remainder contain two or 
more associated causes which are later coded as the primary and one 
contributory cause of death. Allocation to primary and contributory 
cause has been made in the past in accordance with procedures 
specified in the Manual of Joint Causes of Death. 

(104) 
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The Manual of Joint Causes of Death is an outgrowth of rules 
developed through practical experience and embodied in the code of 
causes of death in use in France and England prior to the establish- 
ment of the United States Death Registration Area in 1900. The 
United States Manual was first published in 1914, with changes in 
1925, 1933, and 1939 necessitated by revisions of the International 
List of Causes of Death. Cross-tabulations of deaths allocated as 
primary and contributory cause do not show causes of death in suffi- 
cient detail for a complete comparison with corresponding preferences 
stated in the Joint Cause Manual. For all practical purposes, how- 
ever, the statement can be made that allocation of deaths to primary 
and contributory cause has, in the past, been largely in accordance 
with this arbitrary standard.' 

Cross-tabulations of primary and one associated cause of death 
have been made by the National Office of Vital Statistics for the 
years 1917, 1925, 1936, and 1940. In these tabulations every cause 
of death is listed vertically as a primary cause and horizontally as a 
contributory cause of death. Each row of figures gives the numbers 
of deaths due to a primary cause tabulated according to contributory 
causes; each column of figures gives the numbers of deaths for each 
contributory cause tabulated according to primary cause. Of the 
total number of reported deaths allocated to heart disease as a sole, 
primary, or contributory cause? in 1940, 44 percent were designated 
as due to some form of heart disease as sole cause, 33 percent were 
allocated to heart disease as primary cause, and 23 percent as contribu- 
tory to some other cause of death. 

Tabulated mortality from all forms of heart disease (sole or primary) 
was 293 per 100,000 in 1940; 45 percent of this mortality was certified 
to a form of heart disease as the only cause, and 55 percent was allo- 
cated to heart disease as primary with an accompanying contributory 
cause. The principal contributory causes so allocated in 1940 (figure 
1) are diseases of the arteries, related forms of heart disease, senility, 
and pneumonia of the older ages. These are numerically large causes 
of death; heart disease, however, is also allocated to a somewhat lesser 
extent as primary over many other specific causes. The total primary 
heart disease rate of 161 per 100,000 is not greatly in excess of the 
contributory rate of 121 per 100,000 distributed largely among nephri- 
tis, related forms of heart disease, diabetes, cancer, and pneumonia 
(figure 2). 

' For a discussion of changes in methods of selecting the primary cause of death over a period of years see 
an earlier paper in this series (2) dealing with some of the factors which must be considered in studying 
trends of mortality from heart disease. 


2 Deaths certified as due to two forms of heart disease (primary and contributory cause) are considered to 
be deaths due to heart disease as a sole cause in the following percentages. 
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HEART DISEASE AS A PRIMARY CAUSE OF DEATH 


Contributory Primary Rate per 100,000 population 
cause of death heart disease O 5 10 15 20 25 30 35 
mortality T T T T T T 1 








Arterioscierosis 27.67 
Diseases of coronary orteries 25.59 
Intracranial lesions of vascular origin 23,01 

Senility 13:34 
Pneumonia 10,07 
Hemorrhagic infarction 9.04 
Myocarditis 8.32 
Nephritis 4:54 
Influenza 3.69 
Bronchitis 3:31 

Asthma 3.23 
Chronic rheumatism 2.28 
Mental diseases and deficiency 1,97 
Diseases of the prostate 1,90 
Diseases of the gall bladder 1.89 
Other diseases of the heart 408 
Pleurisy 190 
Alcoholism 180 
Hernia 77 
Diseases of the buccol cavity 61 

Diseases of the skin 48 
Tumor 45 
Pericarditis 144 
Diseases of the urinory biodder 44 
Accident 43 
All other causes 14.91 





Mortality from heart disease-sole and primary couse* 292.54 per 100,000 
Mortality from heart disease-sole couse = 131.38 per 100000 
Mortality from heart disease - primary cause = 161,16 per 100,000 


Figure 1. Mortality from heart disease as a primary cause of death associated with 
+ selected contributory causes, 1940. 


Both primary and contributory heart disease mortality, as quoted 
above, include those deaths for which two or more forms of heart 
disease were certified, amounting to a rate of 36 per 100,000 in 1940. 
The corresponding rate in 1925 was 5 per 100,000. The trend in 
recent years, therefore, has been toward an immense increase in certi- 
fication of more than one form of heart disease. There is, neverthe- 
less, a marked increase in sole and in primary heart disease mortality 
irrespective of these deaths, and a slight increase in the contributory 
heart disease rate, 1925-1940 as shown in the following tabulation: 


Rate Per 100,000 


Heart disease mortality 1925 1940 
Sole, exclusive of 2 or more forms of heart disease_-______ 87. 33 131. 39 
Primary, exclusive of 2 or more forms of heart disease____ 94. 74 125. 51 
Contributory, exclusive of 2 or more forms of heart disease _ 79. 89 85. 45 
Two or more forms of heart disease__._........._.____- 5. 35 35. 65 


Several percentages of interest to be seen in the table are the 
following: 55 percent of all recorded deaths are certified as due to 
multiple causes, which are allocated as primary and contributory 
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HEART DISEASE AS A CONTRIBUTORY CAUSE OF DEATH 





Primary Contributory Rete per 100,000 population 
couse of death heart disease © 5 10 15 20 25 30 35 
mortality T T T T T T 1 
Nephritis 34.10 
Myocarditis 2 154 
Diabetes 9.37 
Chronic affections of valves of heart 887 
Concer 8.54 
Pneumonia 5.80 
Accident 4.48 
Other diseases of the heart 2.88 
Syphilis 2.75 
Tuberculosis 2.49 
Cirrhosis of the liver 2.26 
Diseases of coronary arteries 2.22 
Exophthalmic goiter 1.42 
Influenza 1.29 
Diseases of prostate 16 
Hernio 1,06 
Ulcer of stomach 194 
Diseases of gall bladder 86 
intracranial lesions of vascular origin +78 
Arterioscierosis i77 
Appendicitis 58 
Puerperal couses 48 
Asthma 45 
Tumor 144 
Diseases of the buccal cavity 33 
All other causes 5:23 








Mortality from heart disease-sole and primary causes 292.54 per 100,000 
Mortality from heart disease - contributory cause * 121.09 per 100,000 


Figure 2. Mortality from heart disease as a contributory cause of death associated 
with selected primary causes, 1940. 


cause; 8 percent of all recorded deaths specify heart disease as the 
contributory cause; 42 percent of all nephritis deaths specify heart 
disease as a contributory cause; similarly, 35 percent of diabetes 
deaths, and so forth; 43 percent of recorded deaths from heart disease 
specify a contributory cause which is other than a form of heart 
disease; an additional 12 percent of recorded deaths from heart disease 
certify two related forms of heart disease. 

To summarize, deaths from heart disease are frequently certified 
as associated with other causes of death which are allocated either as 
primary or contributory to heart disease. Of the total recorded 
mortality from heart disease, 293 per 100,000, 55 percent or a rate of 
161 per 100,000 represents deaths allocated to primary heart disease 
with an associated contributory cause. An additional rate of 121 
per 100,000 represents deaths from causes to which heart disease was 
allocated as contributory. Heart disease is most frequently associated 
with diseases of the arteries as a primary cause and with nephritis as 
a contributory cause. 


816882—49—3 
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Heart disease as primary or contributory cause of death in 1940 























no of mortali- 
Mortality y from specified 
from Primary a cause with: 
Cause of death ! specified | heart heart 
use disease disease Heart 
(sole and | mortality mortalit Any con- di 
primary) Y! tributory| 2'S¢ase as 
cause contribu- 
tory cause 
Death rate per 100,000 Percent 
NERS, ES TONE Tiedt PT 1,076.39 | 2161.16 | 2121.09 55.4 211.2 
Infectious and parasitic 0 EEE 90. 95 4. 30 7.31 42.7 8.0 
Tuberculosis (all forms) -...........--.-.------.-- 45. 89 -ll 2.49 33.7 5.4 
ES SE a a eae 14. 43 -01 2.75 65, 2 19.0 
0 SEES SS ara 15. 31 3. 69 1.29 37.8 8.5 
REE A IT 125, 24 51 8. 98 58.6 7.2 
Cancer and other malignant tumors----.....-..-- 120. 25 . 06 8. 54 58.3 7.1 
Nonmalignant tumors--_-.............--.-.----- ioe 4.99 45 44 65. 7 8.8 
Rheumatism, diseases of nutrition, ete___...-...- : 36. 13 3. 94 11. 48 78.8 31.8 
Chronic rheumatism, other rheumatic diseases... 1. 36 2. 28 -09 72.9 7.0 
LS RE ee ee 26. 59 0.0 9. 37 84.7 35.2 
— i diccim hile icdguunandsteteinene 2. 78 0.0 1,42 80.8 51.0 
| EE ees ATE a ae a 1.61 0.0 -23 57.8 14.4 
Diseases of the blood and blood-forming organs-_-__-- 7. 37 1. 64 - 36 41.2 4.9 
Leukemias and aleukemias---__............-...-- 3.91 0.0 28 42.5 7.3 
Chronic poisoning and intoxication___.............-- 2.07 .82 21 38.7 10.1 
I ial ie aieintny, conncmpeatigniukweind 1.92 . 80 .19 36.9 10.1 
Diseases of the nervous system ---....-....-----...-- 103. 55 26. 66 1. 46 66. 6 1.4 
Diseases of sp I iin cle ntinnkqnoubiuanskisaiond 2. 09 -01 -29 71. 2 13.9 
Intracranial lesions of vascular origin. .---_._-_-- 90. 95 23. 01 - 78 68. 6 .9 
Mental diseases and deficiency ---..__..........-- 1,03 1.97 . 03 25. 5 2.9 
ESE OCs 2 eae 1,73 . 33 -10 33.2 5.6 
Diseases of the circulatory system --_-___.........-.-- 314.39 | ~ 66.62 36. 73 55. 6 11.7 
Diseases of the heart ( (al — tise daniokocebect 292. 54 35. 65 35. 65 55.1 12.2 
ES RR ARES Se on 46 44 01 54.6 3.0 
Acute endocarditis. ......................... 2.15 21 .12 52.1 5.4 
Chronic affections of valves and endocar 
SE at I tS RES 33. 87 -01 8. 87 65.1 26. 2 
————— 0 ETE 152. 90 8.32 21. 54 58.0 14.1 
Diseases of pane he arteries, angina pectoris_ 77. 06 25. 59 2. 22 45.6 2.9 
Other diseases of heart__.__..........-..-.--- 26. 10 1. 08 2. 88 53.4 11.0 
Arteriosclerosis and high sh blood IR acsnstintiny 18. 30 27. 67 oan 60. 8 4.2 
Diseases of the respiratory system .---.._.......-...-- 66. 13 27. 87 6.79 57.2 10.3 
a ee Ba 3.01 3.31 .21 72.4 7.2 
ne gg St ee 54. 96 10. 07 5.80 55.5 10.5 
eT as PSE EP SF ae eee ae 1. 55 . 90 15 85.1 9.7 
Hemorrhagic SE es Pa Se PH 2.31 9. 04 . 05 67.2 2.1 
Pea Te RTS LE; PEP IS Pees + Fe Bs 1.70 3. 23 . 45 49.5 26.8 
onan of the digestive system - ‘mbit 59. 25 5.74 6. 61 72.1 11.1 
Diseases of buccal cavity and adnexa_____-.--__- 2.61 . 61 .33 74.9 12.6 
Ulcer of stomach and duodenum - Pe AE 6. 80 .10 . 04 85.1 13.8 
“oS ST PSS ee 9. 87 . 00 . 58 93.2 5.9 
Hernia and intestinal obstruction__............-- 9. 02 a 1.06 70. 4 11.8 
NS ERE Ceara ee 8. 57 . 06 2. 26 70.9 26.3 
Biliary calculi and other diseases of gall bladder -_- 5.99 1.89 . 86 80. 6 14.4 
Diseases of the genito-urinary system---_-....._.- 95. 37 8. 24 35. 85 72.4 37.6 
ee eS 81. 53 4. 54 34.10 69.5 41.8 
Calculi of urinary passages and diseases of urinary 
le ks RE ER A RT gt: 2. 00 44 .29 $3.2 14.6 
Diseases ‘of SES FSP SS Sah SN Se 6. 66 1.90 1.16 92.9 17.4 
Diseases of pregnancy, Sm we ems puerperium._____- 6. 74 .13 - 48 49.0 7.1 
Diseases of skin and cellular tissue_._..............-- 1.13 .48 . 02 62.8 2.1 
oe fee eee . 90 . 38 . 02 68. 5 2.4 
Ls a = ~~ PR  P  aee 9. 98 . 02 23 44.3 2.3 
Diseases peculiar to the first year of life.........._.-- 39. 18 . 03 -01 33.1 0.0 
ENS Uhabatb cdl dnd edvcdawesducccgudbabuacdadean 7. 69 13. 34 .01 2.1 Ps | 
Violent or aeciGomiel Geatns.. . 2... ...ccccccsncsecccss 94. 27 43 4.48 37.5 4.8 
Ill-defined and unknown causes. --_..........--.--.-- SERGE fica -07 1.4 6 























1 Numbers of deaths are from Vital Statistics of the United States (1940) ee Death table. 
The causes shown are numerically important causes of death or causes for which heart disease was recorded 
as a rT cause associated with at least 5 percent of deaths from that cause. 

2 A disease of the heart was certified, in 1940, as both and contribu’ cause of death in 46,935 
deaths, or 35.65 deaths per 100,000 po population and 12.2 percent of deaths from heart disease (sole and primary). 
If these deaths are considered to be ue to a sole cause, heart disease, the primary heart disease rate becomes 
125.51 per 100,000, the contributory rate 85.45 per 100,000, and the percentage of all deaths having heart dis- 
ease as a contributory cause 7.9 percent. 
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Cross-tabulations of primary and contributory causes of death 
specific for geographic section and population-size would afford 
additional comparisons. 


STATISTICAL STUDIES OF HEART DISEASE SERIES 


(1) Moriyama, I. M., and Gover, Mary: I. Heart disease and allied causes of 
death in relation to age changes in the population. Pub. Health Rep. 
63: 537-545 (1948) Reprint 2854. 

(2) Woolsey, T. D., and Moriyama, I. M.: II. Important factors in heart disease 
mortality trends. Pub. Health Rep. 63: 1247-1273 (1948) Reprint 2889. 











INCIDENCE OF DISEASE 


No health department, State or local, can effectively prevent or control disease without 
knowledge of when, where and under what conditions cases are occurring 


UNITED STATES 
REPORTS FROM STATES FOR WEEK ENDED JANUARY 8, 1949 


Summary 


The total of 11,341 cases of measles reported currently, as compared 
with 7,161 last week and a 5-year median of 2,995, is more than 
reported for a corresponding week of the past 5 years. Increased 
incidence was reported in all of the 9 geographic areas. An aggregate 
of 9,173 cases was reported in the New England, Middle Atlantic, 
South Atlantic, West South Central, and Pacific areas. The 7 States 
reporting more than 400 cases, aggregating 6,441, cases are as follows 
(last week’s figures in parentheses): Massachusetts 1,734 (1,102), 
New York 946 (512), Pennsylvania 473 (290), Maryland 513 (406), 
Virginia 419 (253), Texas 1,769 (1,072), California 587 (205). Since 
September 3, 1948 (approximate average date of seasonal low in- 
cidence), 63,510 cases have been reported, a larger number than 
reported for any corresponding period since that of 1943-44 (73,098). 
The 5-year median for the period is 28,893. 

Of the 4,136 cases of influenza reported for the current week (last 
week 2,821, 5-year median 10,335), Texas reported 2,300 (last week 
1,315), South Carolina 505 (last week 413), and Virginia 347 (last 
week 253). No other State reported more than 175 cases. The total 
reported since July 31, average seasonal low date, is 40,406 cases, as 
compared with 53,893 for the same period last year, which latter 
figure was also the 5-year median for the period. 

Of the total of 143 cases of poliomyelitis reported (last week 164, 
5-year median 52), 57 occurred in California, 15 in Texas, 10 each in 
South Dakota and Kansas, and 6 each in Wisconsin and Washington. 

One case of smallpox was reported, in Wisconsin. One suspected 
case of epidemic typhus fever reported in Tampa, Florida, is under 
investigation. 

Deaths recorded during the week in 92 large cities in the United 
States totaled 10,619, as compared with 10,511 last week, 11,221 and 
10,531, respectively, for the corresponding weeks of 1948 and 1947, 
and a 3-year median of 11,223. The total of infant deaths was 694, 
as compared with 657 last week and 809 for the 3-year median. 

(110) 
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All reporting States, November 1948 through January 8, 1949 
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FOREIGN REPORTS 


CANADA 


Provinces—Communicable diseases— Week ended December 18, 1948.— 
During the week ended December 18, 1948, cases of certain com- 
municable diseases were reported by the Dominion Bureau of Statistics 
of Canada as follows: 









































Prince y Nev : Sas- | British 
Nova Que- | Onta- | Mani- Al- 
Disease Edward Bruns- : | kateh- |\Colum-| Total 
Island Scotia wick bec rio toba ewan berta bia 
EAR PORES: 113 2 354 636 103 170 107 472 | 1,957 
RSG: RENCE EE, ee 27 BE i -wcotubiccentinal /2-eeenl 45 
SS ee eee ee ee J ee | ee es ee a 9 
| "ee Cet GR BSE See 23 | 4 ese 10 4 5 54 
hewn La pnetdtehebadionsadoade fy See 8 4 | See Bae 27 
SE GAT TSG He eS 109 1} 261 143 57 23 114 69 777 
Monteeicis, meningococ- 
ORE ey, eS Oe Ce ee | Se f See ee 3 
innnnesitheeidednogiadnoy _} SHOE 111 270 46 2) 8 34 496 
Hc SS SS Ss a | See | SRS Meee J 3 
ES SERRE SCRE 3 2; 208 60 7 yg eee 9 
berculosis (all forms) - -|.......-- J 9 rt 28 184 | eee ee 316 
Bhd wey and paraty 
oat aneinal ERSR REE EEC PIR 9 1 Se aes Bae 10 
SS SF GE SoS 2 | Ee EE EE oe 3 
Venereal d 
— sR ST 11 14 68 59 44 10 29 80 315 
EET KS 7 15 78 46 14 10 2 16 188 
Whooping cough..-.......|...-.---- i SNE 131 15 1 10 19 1 204 
POLIOMYELITIS 


Australia.—During the year 1948 poliomyelitis was reported in 
Australia as follows: First quarter, 13 weeks ending April 3, 150 
cases ; second quarter, 13 weeks ending July 3, 153 cases; third quarter, 
13 weeks ending October 2, 160 cases. 

New Zealand.—Poliomyelitis was reported in New Zealand during 
the year 1948 as follows: First quarter, 13 weeks ending March 29, 
209 cases with 10 deaths; second quarter, 13 weeks ending June 28, 
334 cases with 14 deaths; third quarter, 13 weeks ending September 
27, 342 cases with 12 deaths. 


WORLD DISTRIBUTION OF CHOLERA, PLAGUE, SMALLPOX, 
TYPHUS FEVER, AND YELLOW FEVER 


From consular wepauie, international health organizations, medical officers of the Public Health Service, 
and other sources. reports contained in the following tables must not be considered as complete or 
ae segnrds oft Sither the the list of countries included or the figures for the particular countries for which reports 
are given. 
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CHOLERA 
[C indicates cases] 


January 28, 1949 


of the figures in the following tables are from weekly reports, the accumulated totals 



































December 1948—week ended— 
January- 
Place October | November 
1948 
4 ll 18 25 
AFRICA 
EGF NG conien.cisctditinenssenicdiigiteedeesdses B Kinccnodessncicensentbcscovielegaaheplie-asqonn 
ae SEER! 6 LES ST ee DE Lehateeectasinindontlendeadéuitakddiilicsanmiad 
ASIA 
I Riticittietidvaitnmdbnndieinintipeinctepiicnds 45 OG a See ees | ere 
pL SREB eI EET WS PE PE 8 RE re SEE ON eee RS. 21 SEES 
De crescent hin isnt, Dash meeahgatiatnttdaglionit RSE GR Pm SR 
De iatnnae nseitbldimecsonesi< ) CHO SGA SE SAE Eee 
Gnedannipmaneliaiaiiedaamdltenil _ , Se ee ee ee SCS eee: 
China: 
FE CIID cS inttinbsiditwvedcaben<s Be Se eS ee 
, RE ER ROBE MES RRS aM _, EES ET SOUESeE EES a ae 
UR RIOD nics cbeccnccccchécsntace 9 I OE CY SAS eo ere 
Kian | ROR SRE See pf EN OS Sere oe sntentioenddvantibcinmie 
Sicintaclpaciocrenind onnadncowtiens GPE SES SUE GES: Fee 
he So cettineundias -dabhatinngmiinweldinditinatnat 159, 857 7, 160 | 3 1,481 EE BI 
po OS RAE RE, SER GS SE HEN Visca phe Bee 
PRE EE IT x TE A 3 | PS RE oe 2S seeks 
tlidths naneeenarcedinedatnnakunobens | Se Ly SED EES LATS ae 
pe ERT Hs Pa ES li a a 5 SaReeaee 3 1 oy =e 
I aise lan clic nit dimusccncee 7, 497 262 62 44 47 35 
een Se RE ES SES Mae. Se See 
RRR) Seay aE eae ee  § SS Re See! Fee oe ee 
Th coins intimin senate ooeaenolebibene SR. FT ER RI Eee. Sere 
EE atin ch Mcmkitnbanencesabnane SR SES EE MERE RE 
PE isis dakhadidlndnnactucmuquonctll EES SA ETE ERE 52 ES 
| A ai; hele aE SR, Ee: ERE ORS: ANTE Ew A VR RN 
po SE OR CE TS Re Ce SS ga 
) ERE AE: IE SLT 1, 059 71 8 17 Ss 6 
a EE tea ER 32 | Rit ticdiadinediditabeenetindce 
i nidininbaisnndcacccashsteebonddal SER SP Eee as ee 
Nega EE EI 16 ey RE SE See re 
/ 25a aes OD Ek. .Seiiiccetul bin dieisinstibiaincsekelenccnctd 
FER IE AS EE ET. 2 RANE EE OE EEE oe = TS EE 
Vion L Leiiletiininednsihans obaoied 2 IEE SE OK RA See 
India (French): 
eo... cinccnnanendinanains RE aS Sr ee ee 
helt, ih RS eS! ETE: RE BES EE SS Te 
I ee, oon nitinnwondelbieaioaes | RE: SE RT ORE ACR 
ER RE re Soe ie RE > Se i SS OR Se 
ee eS a ara gp EER: SARC DEE TTR OR 
Indochina (French): 
RR 555s binolncosmnt wanda 441 4 | Oe SE ee 
EEE A PS 1, 349 4 CS Aree | Pa 
ET Te Sy aa 592 SR TEE: SES Ss ES 
BE BI ain ciaciinis Sebastes ninedhe emake eS Sa Re ees OEE 
III a ccnna tiphtbine Racedeouad ebduianio D licinaticduilssentiendldasohdeeeainecsoot 
RIE PTS 2 See Ok aS RN: ER SO Sr 
SS SP SR UA ps, Gi Ne RT at aR cee Se 
lo | ESS a ¢ CRRR Seal | 2 RRS 1 Rae Mla SORT Fe OTIS 
be PPR REODE SS EE ET STS RRR BESS MEIN) HER AE TTL 
SERPS CREE LEST aS DC Ge ER Ratt epee 
SUR ER RE CS oF BE Licchattiniventicachiadilonts odidibecunconenitien 
ERR a PE BET ee Ra a PT A PRG FR R= SSR CAR Silke a 
5 RRS Ai ESS RE Ea RD Calbia: 1a ae 
pg STS “Ee Ro a ee 27, 390 LG RS SS! NT TRE Here oe 
Chi: (RRB Se 5 Sil aes 35 |- gf READ RS eee 3 2 
| ICS RPS LT “SCRE  g PRSE RE oe PD RES Cee ae 
ais ict saoentenncnssceins 401 5 4 2 D avasene 
RE EI ALR ER PES aes Sara ER:  § en Beer 
+ EE SS «FST RTE ir ee ) RBRO S  .  R 
: inches imported cases. 
: 4. re pal figures. 
cludes suspected cases. 
5 Deaths 


¢ Includes 12 deaths reported as cases in February 1948. 
’ For 2 weeks, October 31-November 13, 1948. 
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PLAGUE 


(Cases) 








Place 


January- 


December 1948—week ended— 





October as seal 
1948 4 ll 





AFRICA 
Belgian Congo... _.-...------------------------ 
Costermansville Province... --.--.---------- 
Stanleyville Province---.----------------- 
British East Africa: 
Kenya.....-....---.---------------------- 
Tanganyika... ET ee Sea 


_ So! ira a 
Rhodesia, Northern........--.----------.------ 
Union of South Africa--.-.--.-.-..-..------------- 


Ch 







Kiangsi Province- .--.-.---------- 
Kwangtung Province . 
Yunnan Province.........---.------------ 


Oo Se eS ea 
Mountain Area South-Indochina - -------- 


Portugal: Azores............------------------ 


é SOUTH AMERICA 
Argentina..........-.-.-----.----------------- 
Buenos Aires Province.------------------- 





Peru 
Cajamarca Department.....--.---.-------- 
Libertad Department_.......--.----------- 
Lima Department.............-----.------ 
Piura Department---.-.....-.------------- 

Venezuela: 
Aragua State. ................----.------- 


OCEANIA 


Hawaii Territory: Plague-infected rats "_-_--- 


























1 December 1-10, 1948. 

2 Includes 4 cases of pneumonic plague. 
3 Includes imported cases. 

4 Includes suspected cases. 


* Includes 65 cases not previously reported, distributed 
1-31, Feira 15 cases, Ipira 15 cases, 
5 cases; Ceara State—July 1-31, Jardim 6 cases; Pernambuco 

10 Includes 14 cases not previously reported, distributed as follows: 
1948, Huaura Valley, Chancay Province, 12 cases; Piura Departmen 


cases, Seabra 2 cases; Jul 


bamba Province, 2 cases. 


11 Plague infection was also reported in Hawaii Terri 


lation of tissue from 19 rats. 
*In Shoa Province, July 12-19, 1948. 


5 Preliminary figures. 
6 In Calcutta. 
7 In Bombay. 


8 Including 1 case of pneumonic plague in 
as follows: Bahia State—June 1-30, 1948, Feira 4 
St. Estevam 9 cases, Seabra 6 cases, Sao Goncal 
State—July 1-31, Serrita 3 cases. 
Lima Department—Sep 
t—September 1-30, Nangali, Huanca- 


tory, under date of February 27, 1948, in a mass inocu- 


Surabaya. 


tember 1-30, 








oO 
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SMALLPOX 
(Cases—P = present) 





January 28, 1949 





October 
1948 


Place 


January- 











November 
1948 


December 1948—week ended — 





18 





Belgian Congo !_.........--------------------- 
British East Africa: 


CC SSS ee 


TS TRS PN PRET EES 
Morocco (French) 
i RS ER, Se ERE 


Rivodes 


le 
Clase Cn ncsenccccnccatcone=g 
Sudan (Anglo. Egyptian) RRP RS 
Sudan (French) 
Qe i hoe a cnticaningpccowemnceutoss 
TR) CE Adbiieacumhtinenonccoaionscos 
Togo CREED sh cplbcbebokedecepsconcnapie 


India 
India, (UGG i. cscs Siccscnceateecssescenens 
India (PertROGRD,..uncccccnsctdacccneseouseue 
Indochina (French)........-.----------------- 


Mees Pelee: BRGGD. oc csi ccctcccoececsccesce 
Malay States CPedennted) 2 
Manchuria 
Pakistan 2 


RE YO a er a ce 

Straits Settlements: Singapore-..........-.---- 

Sumatra ? 

ee EE ES a Ee eS os 

‘Tramege a an ck nwcbccseccasbey 

RE A 
(See also Turkey in Europe) 








See footnotes at end of table. 
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SMALLPOX—Continued 
January- silciiatiaee December 1948—week ended 
Place October 1948 
1948 
4 ll 18 25 
NORTH AMERICA 
All 
British Honduras...........----------------- } ee EE REE Oe - 
SD LN EEC ES PR ER eS } ACG RSE ES! Pee Cs 
SS EE IE EE RS ae ey 956 ) |) a ee ae Fr: 
SOUTH AMERICA Ge 
DT, decernttbnddimoecedbaeutinatnneshastes 
i i eogenl 
TE tani. ii caatelitininineieppiaeentptesonsrs Gn 
ee ee a diemegee 
ARSENY So ENS 9 ACR RCE ORES 
| SE SARE PRR ES SRY Ss 
ID Sock tacdiciccdgubineccsecnsscdénscege 
TN i atsingiiienndensgncieiaeniannlnkinentinacinpinnitle ay 
RR A se RTE LAT SOROS Gre 
Vemenmete *. 28... cnn n een nen ensoune- Hu 
Ital 
1 Includes alastrim. 8 Preliminary figures. Net 
2 Includes imported cases ® October 30-November 6, 1948. Pol 
32in Alexandria, 1 in Port Tewfik. 10 In Beirut. Por 
4 December 1-10, 1948. 11 In Porto Alegre. 
5 December 11-20, 1948. 12 Alastrim. 
¢ In Port Louis, imported. 18 December 5-18, 1948. . Rw 
7 In Amoy, December 1-20, 1948. Spa 
ul 
TYPHUS FEVER* Yu 
(Cases) 
e Cos 
(P= Present) Cul 
Gus 
Jam 









nn oe ob ceedampeeinill 
Indochina (French) 1... ......---------------- 


Philippine Islands ! 
traits Settlements: Singa 




















‘Transjordani 
Turkey (see Turkey in Europe). 
See footnotes at end of table. 
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TYPHUS FEVER—Continued 


January 28, 1949 





Place 


January- 
October 
1948 


November 
1948 


December 1948—week ended— 





11 


18 





United States Zone. ..............-----.-- 
o-_ Britain: 


Turkey-.-_- 
Yugoslavia 


PORRGED BR ikds Sottw kan ccndécceescnsed 
PORIOD Tee eens editoncsdesenceanwneed 


























suspected cases. 
7 Includ 
pe es nonresident and and imported cases. 


: Techies 9 deaths reported as cases in Cochabamba Department in March 1948. 
" Corrected figure. 


2 In Porlamar. 
3 In Maracaibo. 
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YELLOW FEVER 
(C—cases; D—deaths) 





December 1948—week ended— 
































January- 
Place October | November 
1948 | ul | 18 | 25 
AFRICA 
Gold Coast: 
a eee D | San miseocacees Seale es TE eS Pallas 
SEES ae D | aE WE RES 2. (Pigeeo Beene 
Ivory Coast: 
ER ae cheatin dmscmuindele D | 1 |------+2---- REE | seit | asin Ddiaaetiees <3 
Sudan (French): | 
PE ininldtioneis budsiads thcbedcceeous D Re a Daehn | bieseaiinandie | cwniahia eens 
SOUTH AMERICA 
Argentina: | 
Cerro Azul, Misiones Territory _---__- D 1 |------------|-------- ce Satagea ition’ wre 
Bolivia.! 
Brazil: | 
Bahia State: 
Itheus City, Itajuipe__.___._- tae D ) Perey Aitetas Pe eae lsocnaiaitand aden 
Ubaitaba County___..........__.. D f SOROS A RE ee 
Rio Grande do Sul State: 

Sao Luiz Gonzaga__........._.__- D ee her | CRE AY Sobers ‘ee 
pL D nh RSE EES Bey TT: ani niall 
Colombia: | 

Antioquia Department: | 

SE iienntthgicink iewipunatcouittmins D | Os Sra oes mene nee 

Es tii inns cueinneniteigied da-atanin D ER, Mo eae SRE ee sn Se 
Boyaca Department 

Campohermoso. ...........-..--.- D D faduxanctssnlesssedenlesnhecnneinieaub ead 
Caldas Department } 

ON endtene D | eS Cet ee ee REE) Sa Stet 

I ee D | RRR SR ee (atti BRP Frc 

A tienen <s~--coneccre-e D Bh nqetinee eedovsinvnds Saskoies WBE Ox ee t+ 

Cundinamarca Department 
Se enicthl ih. csdcca~nece D | Pi siden vaindls necikelisdvotasectibemiaeae fetta 
Intendencia of Meta: 

Ste gO ae D 24. Pere ee D colad antec Relea ical 
i a D 9 use | ccheakae Gerba 
NS SRA D | ig FREE CRS Ca Bs a eR 

Peru: ¢ 
Loreto Department: 

Nauta, Loreto Province .......... D | | EY PDN TCL Te PS SR 

Venezuela: | 
Bolivar State: 
Boatanamo, Tumeremo County... D 1 Po PPS CN, Rit OR ME! RAE Bea le eer A 





Delayed report: During the months of ‘ and May 1947, 5 cases of yellow fever were reported in 
Bolivia “qistributed as follows: Santa Cruz Department—Nuflo de Chavez 1, Concepcion 1, Cercado 1; 
La P Z ‘az ‘Department—Provinee of Sud Yungas, Chulmani 1, Province of Nor Yungas, Coroico 1. 
uspec' 
3 In forested area, 60 miles up Berbice River from Kwakwani. 
4 Delayed report: On July 23, 1948, 1 death from yellow fever was reported to have occurred in Tingo 
Maria, Huanoco Department, Peru, in the month of November 1947. 


DEATHS DURING WEEK ENDED JANUARY 1, 1949 


[From the Weekly Mortality Index, issued by the National Office of Vital Statistics 





Week ended | Correspond- 
Jan. 1, 1949 | —— 





Data for 93 cities of the United States: 


et ni ok eke mipeiincebsdaniiadenhinenensnedeie 
I... aa sinantbeeienaigiadine® tans atvciat eahicemoe ee eres 
Total deaths, 53 wees ¢ CS SREY SORE Sa ET, EP eer Soe 487, 063 488, 486 
pO ee ee eae aide watewpcntlaaicd 669 725 
Median for 3 _ ETA VE SE SR eee 796 evssiceacndeds 
Deaths under 1 year of age, 53 weeks of year...............-------------- 35, 232 38, 620 
on oo mm industria insurance companies: 
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